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TAKE HOME MESSAGE
In patients with non-ST-segment elevation acute coronary syndromes who do

not undergo early percutaneous coronary intervention, administration of
platelet glycoprotein IIb/IIIa (GPIIb/IIIa) inhibitors, given in addition to aspirin

and unfractionated heparin, does not reduce 30-day or 6-month mortality. For
the composite endpoint of myocardial infarction or death, there was modest

benefit at 30 days and 6 months; however, there was an increased risk of major

hemorrhage among those receiving GPIIb/IIIa inhibitors.
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METHODS

DATA SOURCES
Searches were conducted of
MEDLINE (1966 to 2006),
EMBASE (1980 to April 2006),
and the Cochrane’s CENTRAL
register (Issue 2, 2006), and
hand-searched information
from cardiology conferences,
principal investigators of identi-
fied trials, pharmaceutical man-
ufacturers, and other experts
in the field were used. There
were no language restrictions.

STUDY SELECTION
Randomized controlled trials
enrolling patients with non-ST-
segment elevation acute coro-
nary syndromes who initially
received GPIIb/IIa inhibitors as
part of the early medical man-
agement were eligible.
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In patients with non-ST-segment el-
evation acute coronary syndromes
treated with concomitant aspirin and
unfractionated heparin who are not
immediately referred for percutane-
ous coronary intervention, GPIIb/IIIa
inhibitors do not reduce mortality
and only modestly reduce the risk of
nonfatal myocardial infarction at 30
days and at 6 months. This benefit
comes at the expense of a small in-
creased risk of major bleeding.

The eligibility criteria for most of
these studies consisted of the pres-
ence of ST-segment changes or pos-
itive biological markers of myocar-
dial injury, both features that are

known to select high-risk patients.
Yet despite this, the well-powered
findings of this review were not sig-
nificant for mortality reduction.

According to the modest reduction in
the composite endpoint (death or
myocardial infarction), balanced by
the increased risk in major bleeding,
there is little support for the routine
use of GPIIb/IIIa agents in patients
not scheduled for early percutaneous
coronary intervention (usually �48
hours). Given the cost and resource
considerations related to administra-
tion of these medications, more easily
administered oral clopidogrel may be
a better treatment option in the emer-
gency department setting.1,2

Recent studies have suggested a mor-

tality reduction for the concomitant
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use of clopidogrel and GPIIb/IIIa
agents in high-risk patients.3 How-
ever, those patients are mostly also
managed with percutaneous coro-
nary intervention. GPIIb/IIIa inhibi-
tors and clopidogrel have never been
compared directly in a prospective
head-to-head study in patients with
non-ST-segment elevation acute coro-
nary syndromes.4

RESULTS

Eight studies involving 30,351 pa-
tients used GPIIb/IIIa as the initial
medical treatment for patients with
non-ST-segment elevation acute coro-
nary syndromes. When the risk of
bias was analyzed by the 3 authors, all
8 studies were rated as adequate for
allocation concealment. Four GPIIb/
IIIa inhibitors, abciximab (1 trial), ep-
tifibatide (2 trials), tirofiban (2 trials),
and lamifiban (3 trials), were used.
Data from 8 trials provided 1-month
mortality, subsequent myocardial in-
farction rates, and risk of major hem-
orrhage, whereas data from only 3

DATA EXTRACTION AND
SYNTHESIS
Primary outcomes were 30-
day and 6-month mortality and
the subsequent development
of myocardial infarction; the
secondary endpoint was major
hemorrhage, defined as intra-
cranial bleeding or any bleed-
ing with a decrease in hemo-
globin of greater than 5 g/dL
or a greater than 15% reduc-
tion in hematocrit level. Data
were reported as odds ratios
(ORs) with a fixed-effect
model if minimal heterogeneity
was identified; otherwise, a
random-effects model was
used. All analyses were pre-
sented as intention to treat.
trials (45% of patients included in the
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overall review) provided 6-month
mortality or myocardial infarction
rates.
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This is an update of a systematic review
abstract, a regular feature of the Annals’
Evidence-Based Emergency Medicine
(EBEM) series. Each features an abstract
of a systematic review from the Co-
chrane Database of Systematic Reviews
and a commentary by an emergency
physician knowledgeable in the subject
area. The source for this systematic re-
view abstract is: Bosch X, Loma-Osorio
P, Murrugat J. Platelet glycoprotein IIb/
IIIa blockers for percutaneous coronary
intervention and the initial treatment of
non-ST segment elevation acute coronary
syndromes. Cochrane Database Syst Rev.
2009;(1):CD002130. DOI: 10.1002/14651858.
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